INTRODUCTION
The synthesis and the microbiological activity of various 2-(psubstitutedbenzyl)benzoxazoles having -H,-N0 2 , -Cl groups at the 5 th position have been synthesized by our research team before (1-3) and also we have stated the Free-Wilson analysis results of these deri vatives using their antifungal activity against Candida albicans (4) .
In this study, we decide to synthesize some more 2-benzylbenzoxazoles carrying -CH 3 group at the 5 th position and determine the antibacterial activity against Staphylococcus aureus, in order to interprete the nature and the effects of the substituents using the FreeWilson analysis.
The basic asumption of Free-Wilson analysis is that within a homologous series of drugs, individual segments of molecules make additive and constant contributions to .biological activity. If such contributions are known, biological activity can be estimated by simple addition for all the compounds obtainable by any new com bination of segments involved (5) (6) (7) .
In this study, 2-benzylbenzoxazole has been chosen as a constant molecule. A two-dimensional set of congeners has been obtained by substituting this molecule at the 5 th and the para position of the benzyl group at the 2 nd position. Using these structural parameters as moleculer descriptors in Free-Wilson analysis, the most favourable substitutents have been searched. It has also been tried to final out the most significant position for antibacterial activity against S. aureus.
EXPERIMENTAL

Chemistry
Kieselgel HF254 chromatoplates (0.3 mm) were used for TLC and the solvent system was only chloroform. Melting points were determined on a Mettler FP-51 apparatus and were uncorrected. IR spectra were recorded with Pye Unicam SP-1025 with KBr discs. 1 H NMR spectra were obtained with a Perkin-Elmer R-32 spect rometer in trifluoroacetic acid and tetramethylsilane as internal standart. UV maxima were measured on a Pye Unicam SP-1700 spectrophotometer in methanol at 10 -3 M concentration. Elemental analysis were carried out with a Perkin-Elmer model 240-C apparatus. The results of elemental analysis (C, H, N) were within ±0.4 % of the calculated amounts. The starting compounds and the solvents were commercially available products.
General procedure: 5-methyI-2-(p-substitutedbenzyl)benzoxazoles: A mixture of 2-hydroxy-5-methylanilin (0.01 mol) and appropriate phenylacetic acids (0.02 mol) was heated in PPA (12 g) with stirring for 1.5-2.5 h. At the end of the reaction period, the residue was poured into ice-water and neutralized with excess of % 10 NaOH solution. After extracted with benzene, the benzene solution was dried over anhydrous sodium sulphate and evaporated under reduced pressure. The residue was boiled with 200 mg charcoal in ether and filtered. The filtrate was left to crystallize by addition of petroleum ether. Chemical and physical data of the compounds are reported in Table 1 .
Microbiology
The activity of the compounds against Staphylococcus aureus ATSS 6538 were tested in Mueller Hinton broth. The gradual double dilution technique was applied. After inoculation with 0.2 mL of culture from the Nutrient broth, the seeded broths were incubated at 37° C for 24 hours. A set of tubes containing only inoculated broth was kept as controls. After incubation for 24 hours, the last tube with no growth of the microorganism was taken to represent the Minimum Inhibitory Concentration (MIC, expressed in μg/mL). The activities of the compounds were tested in absolute alcohol. For that reason, the activity of ethyl alcohol against S. aureus has been tested in the same dilutions and found inactive. The antibacterial activities of the compounds were given in Table 2 . At the first step, the structure matrix has been drawn up by listing the structural parameters χ and log 1 / C values of the com pounds which were given in Table 3 . According to the structural matrix (Table 4 ) and the log 1 / C has been used as dependent variable.
RESULTS and DISCUSSION
In this study, 5-methyl-2-(p-substitutedbenzyl)benzoxazole derivatives were synthesized as novel products by heating 2-hydroxy-5-methylaniline with the p-substitutedphenylacetic acids, in the precence of polyphosphoric acid at different temperatures (Table 1) (8) (9) (10) (11) (12) (13) .
The in vitro microbiological activity of these compounds was determined against S. aureus. The Minimum Inhibitory Concent rations (MIC) were determined using the method of two-fold double dilution technique (14, 15) . The compounds were found significantly active (MIC = 6.25-25 μg/mL) ( Table 2) .
For QSAR studies using the Free-Wilson Approach, antibacterial active 5-H, -C1, -N0 2 , -CH 3 substituted 2-(p-substitutedbenzyl) benzoxazoles against S. aureus were chosen. As a result of these studies, it is found that the differences between calculated and observed log 1 / C values are very small having good R 2 and standart deviations (Table 5-6 ). Table 5 also shows the activity contributions of the substitutents at both positions. μ value shows the value of log 1 / C for the unsubstituted compound. The range of activity contribution values for the substitution site provides information about the sensitivity of biological activity to the variation of substituents in that position (7) . For our example the equations are: R = a 14 
The most favourable substituents in the series are methyl as R and chloro as R 1 . It appears that the 5 th position of 2-benzylbenzoxazole has much more significance than the para position of the benzyl group at the 2 nd position. It can also be concluded that elec tron atracting groups at the 5 th position reduce the activity where as electron releasing group increases. 
